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mmmxn 2004.04.01 

CONTROLLED RELEASE FORMULATION FOR ORAL ADMINISTRATION 
OF METFORMIN 

[^SieiS^l 1-1998-004411-2 

[cHE.iei] 

[CHE.I013H1 9-1999-000366-5 

1999-056327-8 

[cHaiei] 

[CH5.I&1SH] 9-1998-000514-8 
[SM¥iae^^S] 1999-023919-6 

l^ssi ^^h:?ii ^e^^ 

[^S£| S^S:>I1 woo, Jong Soo 

[^eie^am] 670927-1691628 

[o^HS] 440-300 

l^^l 4=^X1 Sei-^ 914 CHSOI-S 821-105 

[^^] KR 
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KIM, Young Hun 
[^aiS^eimi 731008-1120417 
[^^Hsl 440-320 

[^r4i] 4^SAi ^9i=p- mnm 525-15 304s 

^^^^ m 

oil es^A^ a s^thua. qie.|oi 
. 01^^ (ej) □Bjoj 
(ei) 

iD\^m^^} 0 e 38.000 ^ 

23 s 0 €! 

[^^^^g-^l 0 21 OS 

[^AFS^S] 5 S- 269.000 B 

307.000 S 
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5. 4 
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v\]^S.^'^^ {CONTROLLED RELEASE FORMULATION FOR 

ORAL ADMINISTRATION OF METFORMIN} 

£ 1^ ^ -^^Hl 1 ^^1 4^]^^ ^12:^ -^i^J--^^ ^^^1^ tflS^^l 

;^1(^^S4^1(GLUC0PHAGE: ^^^S^) XR ^"I^J-^. Bristol-Myers Squibb 
Company)^ ^#^1-^ M"^^ ziBflH^lal, 

:£ 2^ ^ ^T^^ ^Ai<^i 5 -Ma] 8<^l^i ^12:^ ^l^^^i ^^^]^ T^^S^^] 

:£ 3^ ^ ^^1<^1 9 ^Ajc^l 12<^]A^ 421^ a^t^^^ tfl^: 

^A]-^ ^3}-* uj-El-^ zieflHolJl, 

:£ 5^ ^ -M^H1 12<^l^i ^i^j-^^ ^^^fl^ sl^^S 

£ 6^ tfl2:;^l;^K#^^4^1 XR ^i^!}-^)^ -§-#^^fl^ ^^^£<^1 tcl-€- -§■# 
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yl^o]-i4ol:E.(biguaiiide):^l ^ix^g ^Is^^floi ti11hS=t?1 (metformin)^ "^l^ 
^A^ig-X3,T^ (non-insulin dependent diabetes mellitus, NIDDM)^ 

^iHiS^^ 7]^^ <?i^^ ^^^VtII ^-§-^M, 

■S^l], = '^^^-^^^i #^^sl-;^l(GLUCOPHAGE, Bristol- 

Myers Squibb Company)^^ ^^1 (tablet )^bH^ $X^. ^^l^^^l^ 9X^ "^-f- 

^sj-^l 500mg, 850mg, lOOOmg^ <^^^lH5E.s^^ •^-B--&>al 9X-^^ , 

n ^o^^ Jl^ ^ xfl^^^ <g= Jl^^H ^V^'^'ll 2550rag^ ^tfl -g-^^ 
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^2fl<ill A>-g-^ pflE3£s 1510:1 Ajwj-^^ Ji^^> oj^tt 

^<y-oil xi\-^ ol-g-^ ^s-o] o^^tq-. c^l^tfl, wo ^1 99/4712851 <^lfe Jl^ 

2^ A^wj-A^ A],±:^ol 7flAlslo:| WO ;^102/36100S<^1^ ^-^rHB^jo] -^-^sj- lafl 

<='l-§--&l-<^ ^^*H S^^m 7flA]^o:| 

^AP^; T^l-^ 3,952,741^<^1^ ^^^i o]^^ ^l^^o.^^], %a^a^ 

i-t^ ^'^i* ^^2i-B]-o.^ ^^tt ^-^s- i:fl«-oii ^^g^ 

^ ^<^^^^] ^^^-^i^o] 7flAl^>ji o;irf. 

^S. ^«fl JlWl^o] ^AS|t:^, ^3^H<HlAi^ ^^fl $1=^ ^ 

^o] 32l-rfwj-^(dose dumping) ^<^lfe ^ ^fl^-^d 
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^i^o^ ^Al^ol] ^o^tt -^^l^M. 

^ ^^ofl tc|-^ Ti|lHSST?lo] ^^^0^^ ^i^tb T^lHS = i?l 
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^ ^^^^ ^-^^IS <=>l-§-^M ^^^m <^^*>71M- #^^1^-^ 
(1) 

(2) ^^-11 

^ <^1^, 1-Sl<^m^^>^><^1:^^ ^^V^'^l 100,000 

7,000,000 91 ^ #<=^l^i ^^^m -§-«<^ tc|-s^- 

^ ^^<^1 42^-. ^i^J-sl- ^^fl^ 1 #^^^1 tH«l| 0.01 1 

^, 0.1 ifl^l 0.95 ^^^^ Al-g-^ ^ o;irl-. 

(3) ^-£1-2^ «1^7>W 
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^ A-lifJ-A^ ;^1;^1<>11 ^7}S. ^7}S\^ ^^^^S.^ JIL^;^];^! 

tfl^ii 0.001 ifl^l 0.3 i^V^^^Hl^ 0.01 ifl^^l 0.1 ^^^^ -y^-^s 
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^ 0 i^^l 0.7 ^^^^ ^d^^^ ^V-g-^^ ^^1 wI-^^i^I-t:]-. 

^,AH1 1 

:^130:£ -f-^t-^l^ Ti)lHSs.ini HC1(5|-^^#A> ^1^) 500g, S-e1<^l 

^^^A>o]:^(s.s]^^(Polyox: ^^^^^1^) WSR -§-^^1, ^^1-^ 5,000,000, 
^ 7H>ol:^(Union Carbide)^> ^1^) 80g ^ 3.^^ ^(Cpkelco^V ^1^)4- ^^*> 
<^ Ji^^-t7l(SPG-2, ^^14-f^(Fujipaudal)A> ^, l-s]«1^5q^e] 

€-(€-s^^(Kollidon: ^^^S^ ) K-90, BASF^V ;^]^) 20g* ^^^^ W^S. ^ 
^ 100 tfl^l 1000 rpm-^S. 3^ ^•y: ^^^H ^i)-^^ -^S^^^V^Ii^. 

jE/l-s^wl ^311-5^ s- SR, BASFA> 200g, ^^(^S.b1# 

(Compritol: ^^^^-S^) 888AT0, 7>tfliA^l(Gattefosse)A> 80g, ^ <^1^5l-fl- 

lOg* ^Jl 30 ^ ^"^t ^^*>^T=1-. ^^^-^S. ^::^l<i>^'a: T^V^Lvil^ lOg 
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-i- 7>-8:l-c^ 3^ ^9} ^ ^^^'a iJ-^-^S -31-71 S H y^]^]^ 

is. 1] 









n^S.S.^- HCl 


50 


■i-3lol]^^^Al-o]s. 
(#el-^^®WSR &:^}^ 5.000.000) 


8 




10 




2 






20 




8 






1 




1 




100 



3.^^ ^(Cpkelco^V ^m)^ ^>^^l-:ii, ^-^^fl*?! 

^>Ji^ ^Al<:^l loll- ^<^tb IJ-^^S, ^>7l S 2 5^1 71^1]^ A^^il- w]^ 
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is. 21 







^^^^ 


i^HSH^' HCi 


50 


(W^^-^®^SR ^7.}^ 5,000,000) 


5 






20 






13 






10 






1 






1 




100 



IS. 3] 



MM. 






pil:^5CHPi. Hci 


50 


(§s]4:i:®lVSR NIO -S-:^}^ 100,000) 


5 






20 




13 




10 




1 




1 




100 
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[S 41 





^ ^ (f^^^ %) 




^^^^ 


^l^^t^^* HCI 


50 


(#5l-^>i®WSR 1105 900,000) 


5 






20 




13 




10 




1 




1 




100 


[S 51 








^^^^ 


nllB^Hnl. HCI 


50 


(l-el-^^i®\VSR 5,000,000) 


10 




•i-B]ti]^6i.AiiE|oiE/^elw]^5ili-e|^ ^^:^] 


20 




8 


^■^^ ^ 


10 




1 




1 




100 



<47> -^a1<^1 6 
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2j. ^<^^ ■af|-7l S 7]7^^ til^S. 

61 









ollBis'?!- HCl 


50 






10 


^^^^ 


(§e]^ii®ffSR ^:^}^ 5.000,000) 






10 




l-HlHl'doHlEil6lB/Se|M]'isll-el€- 


20 






8 




1 






1 




100 



^■^I'^l 7 

5^1-^ ^^^^^ ^^^1:* ^^^^ o]^HS^<^S#S. ^Wfe ^ 

S. ^^^^ x^lS^V^iil-. 
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71 









t^lHSSi?!- HCl 


50 




(l-el^>^<%SR ^:^}^ 5,000,000) 


8 






10 






2 






20 






8 




1 






1 




100 



SX\c^] 8 xfl^l 10 

4^ ^^^^I'^'fl ^^^^d ^^^^ W^/ol^HS^'^S^d/DS. 

s., ^>7i s 8 ^^1 io<^l 7i^B^ -^^^3]- ^-^i^ ^^^m ^]^^}'^^. 

IS. 8] 











50 


^^^^ 


(-i-Bl-^>ii®WSR 5,000,000) 


8 






10 






2 






28 






1 






1 




100 
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is. 9] 











50 


(#sl4>i®WSR 5,000,000) 


16 




10 




2 






20 




1 




1 




100 


[a 101 

-a^l^l 10^ ^^^]]^ 






^^^^ 


T^HBSSnJ. HCl 


50 


(#5^-^ih®WSR 5,000.000) 


8 




18 




2 






20 




1 




1 




100 
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^,aH1 11 

4^ ^^^^]'^] ^^^^i ^^^*^ ^^^^ ^^^/o]^^S.^<^^^^a/l)S. 
^"^^ ^, a.^^ ^(Cpkelco^V ^tS^H nl ^(Sigma^l- ^m)^ ^^^} 

O.^, •5:>7l a 11<H1 7] 71]^ A^^jij. Ul^^ ;^l2:^>^l=f. 

[S 11] 









^im^s.^. HCl 


50 




10 




(Se|-:%:^i®WSR ^:^}^ 5,000,000) 






2 






20 • 






10 






6 






1 






1 




100 



^aHI 12 

31^ ^1-71 Hull- ^S-^t!: iJ-^-^S., ■S>7l S 11<^1 7l7fl^ ^^^4 Wl^S. 
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[S 121 









T^BJS^L 2.1^2 . HCl 


50 


(*rq-%^::^^SR -g-:^}^ 5.000,000) 


10 




2 






21 




15 






1 




1 




100 



2^ ^<at]: ^c^-^-^S, -s^VjI S IS'^l 7l;^ll^ w]^^ ^a^^ ^^S,^}^ 

[S 131 





^ ^ (f-^ 5b) 




oflH^siDi. HCl 


52.6 






21.1 




13.7 




10.5 




1.1 




1 




100 
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*>7l S 14<^1 7]7^^ ^^^3)- Wl^S. ^^^^ :^]2x^}<^t^. 

IK 14] 









DUSiS'a- HCl 


55.6 


(i-H]4-i®WSR 5,000,000) 


5.6 




#E]Hl^o>^)E|loiE/^e:]Bi'dJi|l-e|^ 


22.2 




14.4 






1.1 




1.1 




100 



<70> Al-^c^l i: 

<71> ^7l -^X\c^] 1 ifl^] 12<^1>1 ^^^1^ T:flS/t|l;^lS Al^^o] 

(^^^T-^T^ ) XR ^i^j-^^ (Bristol-Myers Squibb Company)^ ^>^^>^ ^i^J-^l- 

2::?i^Hl^-1 =r«S^>^, -^i^o^^^ ^Ixll^^Ei^l Till 131 



<72> : ERWEKA DT-80 (^^ <^Hifll^>(ERWEKA)A> 

<74> -g-^'^-al ^S. : 37X: ± 0.5°C 

<75> -^-^^^ • 900 mL 
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: 50 rpm 

Afl^ ^1)^ X]:^ : 1, 2, 3, 4, 6, 8 ^ 10 a]^ n}t\. 
0.45m ^BlS c^il-t!: 4^ ^>^^>^^. 

^^^c]-^ : ^ ^-§-S^^* 7^31 233nm '^^^ ^^^» tfl^iS. *><^ 

^^^><=^ -§-#1-* ^^V^^. 

: T-^«j-*^(Cummulative release amount )-^^ ^1^^>^^. 

o]^ Al-g-^o] ^7}-^^^ ^^^£7]. ;^]oi£|oj:iL, ^§1 ^Al<^l 14 

Al-^c^T 2: -^#^1-^ 

^1-71 ^Alc^l 25if «lm<^l 1 ^ 2^11^1 ^l-^'^l 14 13-^-^ 

^^Ai-oi:^» ^^o^s. A>-g-tt wjjiic^T 1^2^ ^-f ^7l<Hl ^^-s-l «<J-#^ 

Al-^<^1 3: 

4V7] ^A].:^] 12'^lAl ^ tflS;^l;^loil tfl^flA^ 100 rpm 
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Till (metformin); l-B^ofl^^^AV 

«21^1€^^^><=>1^^ ^;<]-^<^] 100,000 7,000,000 <?1 ^^-^S 

^AS-^B] O.^ ^1-^ A-^Wj.^^ 
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= ^ 1 ^W^-ll ^-113-:^ 0.01 1 ^^^S. S.^^}^ 
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is. 1] 
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4] 
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[3E 5] 

120 r 



100 - 




'Ai'a(Xi) , 

-gh- so rpm — »— 100 rpiTi -*— 150 r prri 
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